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Applicant's or agent's file reference 
1242/19 PCT 



International application No. 
PCT/US00/15079 

Applicant 
VANDERBILT UNIVERSITY 



Date of Mailing 
(day/month/year) 



2 2 AUG 2000 



FOR FURTHER ACTION See paragraphs 1 and 4 below 



International filing date 
(day/month/year) 

01 JUNE 2000 



1. Qc] The applicant is hereby notified that the international search report has been established and is transmitted herewith. 
FiHni of tmendments and statement under Article 19: 

^e applica" is entitled, if he so wishes, to amend the claims of the international application (see Rule 46). 

When* The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
mtern^onTsearch report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WIPO 

34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Facsimile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet. 

2 m The applicant is hereby notified that no international search report will be established and that the declaration under 
I I Article 17(2)(a) to that effect is transmitted herewith. 

3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

□ the protest together with the decision thereon has been transmitted to the International Bureau together wi* the 
a7 P u2n? s^est to forward the texts of both the protest and the decision thereon to the designated Offices. 

□ no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by ^"T^T* *S 
I^OT^^^ to avoid or postpone publication, a notice of withdrawal of the 

I^S^S^ the International Bureau as provided in rules 90 his 1 and 90 hts 3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 month, from the priority date, a demand for international preliminary examination must be filed if the applicant 

-to the 'national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for cnt 7 ( .* t0 

Tfore aU designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 
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Commissioner of PitcnU and Trademarks 
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Facsimile No. (703) 305-3230 
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E B^ER, ra.D. sf* 
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Telephone No. (703) 308-0196 
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INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
1242/19 PCT 


FOR FURTHER see Notification of Transmittal of International Search Report 
ACTION (Form PCT/ISA/220) as well as, where applicable, item 5 below. 


International application No. 
PCT/USOO/ 15079 


International filing date (day /month/year) 
01 JUNE 2000 


(Earliest) Priority Date (day /month/year) 
01 JUNE 1999 


Applicant 

VANDERBILT UNIVERSITY 



This international search report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This international search report consists of a total of sheets. 

| x| It is also accompanied by a copy of each prior art document cited in this report. 



1. Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 

language in which it was filed, unless otherwise indicated under this item. 

□ the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing: 

| 1 contained in the international application in written form. 

| | filed together with the international application in computer readable form. 

[ | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 

| | the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished. 

2. | X| Certain claims were found unsearchable (See Box I). 

3. Q Unity of invention is lacking (See Box II). 

4. With regard to the title, 

| y[ the text is approved as submitted by the applicant. 

j — | the text has been established by this Authority to read as follows: 



□ 



With regard to the abstract, 

px) the text is approved as submitted by the applicant. 

I 1 the text has been established, according to Rule 38.2(b), by this Authority as it appears in 
— Box 111. The applicant may, within one month from the date of mailing of this international 
search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 

as suggested by the applicant, 
because the applicant failed to suggest a figure, 
because this figure better characterizes the invention. 



| x| None of the figures. 
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INTERNATION. SEARCH REPORT 



1 1. .ational application No. 
PCT/USOO/15079 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international report has not been established in respect of certain claims under Article 17(2) (a) for the following reasons: 



1. | [ Claims Nos.: 



because they relate to subject matter not required to be searched by this Authority, namely: 



2. 



Claims Nos.: 45, 57, 64-66, 77, 78, 94, 95 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 

The sequence listing in computer readable format is defective. Thus, the claims reciting SEQ ID Numbers could not 
be searched. The remaining claims (Claims 1-44, 46-56, 58-63, 67-76, 79-93, and 96-120) were searched to the extent 
possible without the sequence listing using keywords based on the description. 

3. I I Claims Nos.: 

1 — 1 because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



Q As all required additional search fees were timely paid by the applicant, this international search report covers aU searchable 



claims. 



2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3 . I I As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4 - I I No rcq 11 ^ addition 41 scarch fccs werc timcl y P aid bv ^ a PP licant * Consequently, this international search report is 
— restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest 



[ The additional search fees were accompanied by the applicant's protest. 
[ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet(l)) (July 1998)* 



INTERNATIONA- SEARCH REPORT 



Ik. national application No. 
PCT/USOO/15079 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) :C07H 21/04; C07K 14/00, 16/00; C12N 5/12, 15/00, 15/85 

USCL : 435/325 , 326; 530/350,387.1,388.1; 536/23.5 
According to International Paten t Classification (IPC) or to both national classification and IPC 

R FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

U.S. : 435/325,326; 530/350,387.1,388.1; 536/23.5 
Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
Please Sec Extra Sheet. 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



ALONSO et al. Affinity cleavage of carbamoyl-phosphate synthetase 
I localizes regions of the enzyme interacting with the molecule of 
ATP that phosphorylates carbamate. Eur. J. Biochem. 1995, Vol. 
229, pages 377-384, entire document. 

GUILLOU et al. Escherichia coli carbamoyl-phosphate synthetase: 
Domains of glutaminase and synthetase subunit interaction. Proc. 
Nad. Acad. Sci, USA. November 1989, Vol. 86, pages 8304-8308, 
entire document. 

GUY et al. Substructure of the amidotransferase domain of 
mammalian carbamyl phosphate synthetase. J. Biol. Chem. 03 
February 1995, Vol. 270, No. 5, pages 2190-2197, entire 
document. 



Relevant to claim No. 



1-44, 46-56, 58- 
63, 67-76, 79-93, 
96-120 



1-44, 46-56, 58- 
63, 67-76, 79-93, 
96-120 



1-44, 46-56, 58- 
63, 67-76, 79-93, 
96-120 



x 



Further documents are listed in the continuation of Box C. Q See patent family annex. 



"O" 
.p. 



Special categories of cited documents: 

document defining the general state of the art which is not considered 
to be of particular relevance 

earlier document published on or after the international filing date 

document which may throw doubts on priority claim (s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the international filing date but later than 
the priority data claimed 



"T" later document published after the international filing date or priority 

date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

"Y* document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

"A." document member of the same patent family 



Date of the actual completion of the international search 



27 JULY 2000 



Name and mailing address of the ISA/US 
Commissi 
Box PCT 



Ling. 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 20231 
FacsimUe No. (703) 305-3230 

Form PCT/ISA/210 (second sheet) (July 1998)* 



Date of mailing of the international search report 

2 2 AUG 2000 



Authorized officer 

ANNE-MARIE 
Telephone No. (703) 308-0196 



\ B/rKER, PH.D. 
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ALTERNATION, 



SEARCH REPORT 



\u ational application No. 
PCT/USOO/ 15079 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



LAGACE et al. Rat carbamyl-phosphate synthetase I gene. J. 
Biol. Chem. 05 August 1987, Vol. 262, No. 22, pages 10415- 
10418, entire document. 

NYUNOYA et al. Characterization and derivation of the gene 
coding for mitochondrial carbamyl phosphate synthetase I of rat. 
I Biol. Chem. 05 August 1985, Vol. 260, No. 16, pages 9346- 
9356, entire document 



1-44, 46-56, 58- 
63, 67-76, 79-93, 
96-120 

1-44, 46-56, 58- 
63, 67-76, 79-93, 
96-120 



Form PCT/ISA/210 (continuation of second sheet) (July 1998)* 



INTERNATIO ^ SEARCH REPORT 



1. national application No. 
PCT/USCX)/ 15079 



B. FIELDS SEARCHED 

Electronic data bases consulted (Name of data base and where practicable terms used): 
WEST 

Dialog (Ale: medicine) 

search terms: CPSI, carbamyl(w)phosphate(w)synthase(w)I, gene, human, polymorph?, transgen?, transversion 



Form PCT/ISA/210 (extra sheet) (July 1998)* 



NOTES TO FORM PCT/ISA/Z20 



These Notes are intended to give the basic instructions ooooeminf the filinf of amgaAngm» MBAg Artfrit 19. The 
Notes are based on die icojuifemeats of the Patent Cooperation Treaty tad of the Rc»aUuons and aW AomJaustrstivc 
Instructions under that Treaty. In cue of discrepancy between these Notes sod those fmuuuiH nH, tie Utter are applicable. 
For more detailed infoniuboa, see a bo the PCT Applicant'* Guide, a publics tioo of WHO. 

In t hese N r ^VLr^ J^ 
Admjnjstrstfwc iostivctiootf lespectrvcly. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



Tbe apc^aoaaal baa* after haviax iccetwad me aaeenattsoanJ aesich acpors* flat oppdrtaaafcy to a^aamd the claims of the 
iotexncoooaJ appikaojoau at should how i v tt be cmnhmtimA that, since all pfta of nW iaateeaaekiaai ^mlio— 
desa*Maa3*tw«jie)aw 

Ma^toOeamadtaMoritec If eJocptwhcte,tAtfcea|)Btea^ 

far^cpwpiTtfiitf pwi%rtfBal fffrtB Liii worbaa aawahfricaBrmlya^fmdaWtlBp 
raMO^rmm<.itsbouldbccmr*^^ 



Wknt BMfta of the imt^ aioilftainl annv be amumateat f 

* bbbwb^p s^^w bbbf ^a^a> ^^bb^bp bhbi^^bv aRa^^^a^a^a^BB^w wjbb^^sw^b^^^^^^^^^^^™ m ^^^w/ v^aaaa^a^a^^a^^a^^p v 

TattcistaMonry. 

Tbe d c ac ri pboo tad the drawings may only be amended doting anrrrajaiional ptclnaswy exxassnatioo under 
Chapter LL 




Wb*r« not to flat tbe aitndcsemta 7 

Tbe ■■■MiMiiiMMaa guy only be Gled with the Interutiooal Bureau aod r*x with tbe receiving OCQoe or tbe 
Instioatinnal Searching Authority (Rule 46 J). 

Where a deaaad for antcrmtipoal pielsmic/jy examination baa beeo/i filed, ace below. 



HOW? Ei^r^T fry *"***Hg Halm^ Ky <w *m r rUtm« nr Hy — iding ih* W»rt ftf 

one or more of me claims as Gle4. 

* 

A stpaaoeosent sheet aaost be aqfecaittod toe each sheet of the cUkns which, on aoooant of an amendment or 
aaajassdanefltBy ^ff*ff front me sbeet origasaHy filed. 

Ail tbe daim* appearing on a repUcemeot sbeet must be numbered in Arabic numerals. Where a claim ia 
r«jw»JW t no renumbering of the other daims is required. In all cases where daims are renumbered, they must 
be r mmm, **"" M * consecutively (Admrnistratrve bstiucuons, Soctioo 305(h)). 



Wbnt aWcasmcaiai mamsVamay amavpnay tbe amwadmeaa ? 

Letter (Section 205(b)): 

Tbe asneadmcnta most be aubmitted with a letter. 

Tbe letter will not be published with tbe interna tioaal application and the amended daims. It should not be 
confounded with the "Statement under A/tide 19(1)" (see below, under "Statement under Article 19(1)"). 

> Tbe letter mutt indicate the differences between the daims as Gled and tbe daims as amended U must, in 
particular, indicate, in cooucc fi oo with each claim appearing in the international application (Kbemgundr, rsinod 
that identical indications concerning several daims may be grouped), whether 

(t) tbe claim is unchanged; 

(li) the daim is cancelled; 

(iii) tbe daim is new; 

(iv) tbe daim replaces one or more daims as filed; 

(v) the daim is the result of the divuioo of a daim as filed. 



Nmrs to Form POTTS A/220 (first sbeet) Uulv 1997) 



